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IK FORMAL COMMUNICATION FOR DISCUSSION ONLY 
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U.S. Patent and Trademark Office 



re: U.S. S.N. 03/989,362; Gorman and Mattson on MAMMALIAN CELL SURFACE ANTIG ... 



Dear Examiner Tung; 

The following would be the proposed substance of proposed changes in the claims. I 
would like to address two administrative issues up front- First, I would like to 
have the Restriction Requirement reconsidered and made final. This will assure that 
the determination cannot be later challenged in court to argue double patenting for 
divisional filings. Secondly, I wanted to ensure that there is no misunderstanding 
as to the stringency of hybridization. Higher temperatures tend to melt mismatehs in 
complementary sequences, and high temperature will melt all but the highest matching - 
Likewise, low salt concentrations will result in mismatches coming apart* Thus, at a 
given temperature, high salt will tend to maintain complementarity with mismatches, 
while lower salt (or dilution) will tend to allow such mismatches to come apart. 
Thus, we believe that the recited conditions in Claims 15 and 16 are actually 
reasonably high stringency (combination of higher temperature and lower salt) . 



Please cancel Claims 7-10, 17, and 18-20. 

Please amend claims 1-6, 11, and 14-16 as follows: 



1. A composition of matter selected from the group consisting of: 

a) a substantially pure or recombinant 499E9 [protein or peptide] polypeptide 

exhibiting [at least about 85%] lftQA sequence identity over a length of 
at least [about] 12 con_tj.jjuous amino acids to SEQ ID NO: 2; 

b) a natural sequence 499E9 of SEQ ID NO; 2; or 

c) a fusion protein comprising 499E9 sequence. v /q 

\0° D I ■ ■ - 

2. [A substantially pure or isolated protein comprising a segment exhibiting 

sequence identity to a corresponding portion of a] The recombinant 499E9 polypeptide 
of Claim 1/ wherein [: 

a) said homology is at least about 90% identity and said portion is at least 

about 9 amino acids; 

b) said homology is at least about 80% identity and] said [portion] sequence 

identity is over at least [about] 17 con^fluous amino acids [; or 

c) said homology is at least about 70% identity and said portion is at least 

about 25 amino acids] T 

3. V^^aie^c^omposition of matter of Claim 1, wherein said: 

a) 499E9 comprises a mature sequence of Table 1 (see SEP ID NO: 1) ; or 

b) protein or peptide [: 

i) ] is from a [warm blooded animal selected from a] mammal [, including 

a rodent ; 

ii) comprises at least one polypeptide segment of SEQ ID NO: 2; 

iii) exhibits a plurality of portions exhibiting said identity; 

iv) is a natural allelic variant of 499E9; 

v) has a length at least about 30 amino acids; 
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vi) exhibits at least two non-overlapping epitopes which are specific 
for a mammalian 499E9; 

vii) exhibits a sequence identity at least about 90% over a length of at 
least about 20 amino acids to a rodent 499E9; 

viii) exhibits at least two non- over lapping epitopes which are specific 
for a rodent 499E9 ; 

ix) exhibits a sequence identity at least about 90% over a length of at 
least about 20 amino acids to a rodent 499E9; 

x) is glycosylated; 

xi) is a synthetic polypeptide ; 

xii) is attached to a solid substrate; 

xiii) is conjugated to another chemical moiety - 

xiv) is a 5-fold or less substitution from natural sequence; or 

xv) is a deletion or insertion variant from a natural sequence] . 

A composition of matter of Claim ; which is sterile [comprising : 
a sterile 499E9 protein or peptide of Claim 1; or 

said 499E9 protein or peptide of Claim 1 and a carrier, wherein said 
carrier is: 

i) an aqueous compound, including water, saline, and/or buffer; and/or 

ii) formulated for oral, rectal, nasal, topical, or parenteral 
administration] * 

The fusion protein of Claim 1, comprising: 
mature protein comprising sequence of Table 1 (see SEP ID NO: 2) ; 
a detection or purification tag. including a FLAG, His6, or Ig sequence; or 
sequence of another [TNF] tumor ..ne crosis factor ligand protein. 

A kit comprising a [protein or polypeptide of Claim 1, and: 
a] compartment comprising said (protein or] polypeptide of Claim 1 [; 
and /or 

b) ] and instructions for use or disposal of reagents in said kit . 

11. An isolated or recombinant nucleic acid encoding a [protein or peptide] 

polypeptide or fusion protein of Claim 1, wherein [: 

a) ] said 499E9 protein is from a mammal [, including a rodent; or 

b) said nucleic acid: 

i) encodes an antigenic peptide sequence of Table 1; 

ii) encodes a plurality of antigenic peptide sequences of Table 1; 

iii) exhibits at least about 80% identity to a natural cDNA encoding 
said segment; 

iv) is an expression vector; 

v) further comprises an origin of replication; 

vi) is from a natural source; 

vii) comprises a detectable label; 

viii) comprises synthetic nucleotide sequence; 

ix) is less than G kb, preferably less than 3 kb; 

x) is from a mammal, including a rodent; 

xi) comprises a natural full , length coding sequence; 

xii) is a hybridization probe for a gene encoding said TNF-ligand family 
protein; or 

xiii) is a PCR primer, PCR product, or mutagenesis primer] - 

14. A kit comprising [said nucleic acid of Claim 11. and: 

a) ] a compartment comprising said nucleic acid o.f.Cl.aiffl 11 [; 

b) a compartment further comprising a 499E9 protein or polypeptide; and/or 

c) ] and instructions for use or disposal of reagents in said kit. 

15. A nucleic acid which [: 

a) ] selectively hybridizes under wash conditions of [30] at least 45° C and 

less than [2M] 500 mM salt to SEQ ID NO: 1[; or 

b) exhibits at least about 85% identity over a stretch of at least about 3 0 



4. 

a) 
b) 



a) 
b) 
c) 

6. 

a) 
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16. The nucleic acid of Claim 15 , wherein: 

a) said wash conditions are at [45] least 55 Q C [and/or 500] and less than 150 

tfiM salt; Or 

b) said [identity is at least 90% and/or said stretch is] nucleic acid 

comprises at least [55] 30 contiguous nucleotides of the coding portion 

pf SEP IP MQ; 1- 

[17. The nucleic acid of Claim 16, wherein: 

a) said wash conditions are at 55° C and/or 150 mM salt; or 

b) said identity is at least 95% and/or said stretch is at least 75 

nucleotides - ] 

Please add new Claims 21-46 as follows; 

21. The composition of matter of Claim 1, which comprises the natural 
sequence 499E9 of SEQ ID NO: 2- 04^1 

22. The recombinant 499E9 polypeptide of Claim 2, wherein said identity is 
over at least 25 contiguous ajnino acids. ^ Jfr ^ h? Q 

23. The substantially pure 499E9 polypeptide of Claim 2, wherein said 
identity is over at Aeast 30 contiguous amino acids. 

0^-0^=^ — (Jl - gJW \>Deeh\ Make. -S^ASC, '' c '\ " 

24. The substantially pure 49 r 9E9 polypeptide of Claim 1, which n4s a length 
of at least 30 amino acids. ^ ^> CJ^ ? fc> </• 

25. The substantially pure or recombinant 499E9 polypeptide of Claim 1, which 

is : 

a) glycosylated; 

b) a synthetic polypeptide; t^lK^ 

c) attached to a solid substrate; or 

d) conjugated to another chemical entity. 

26. A composition comprising said 499E9 polypeptide of Claim 1 and an aqueous 
carrier. (3 /C^ 

27. The composition of Claim 26, formulated for oral, rectal, nasal, topical, 
or parenteral administration- ^q ^x 

28. The nucleic acid of Claim 11, which comprises at least 22 contiguous 
nucleotides of the coding portion of SEQ ID NO: 1*^^ ^7^7 ' 

29. An isolated or recombinant nucleic acid which encodes a polypeptide or 
fusion protein of Claim 1. wherein said polypeptide is an antigenic peptide of Table 
1 ( See SEQ ID NO: 2) . .^hj /^^2^7^l3^ 

30. The nucleic acid of Cl^^Lifr 29 ,^-wnich comprises at least 29 contiguous 
nucleotides of the coding portion or SEQ ID NO: 1, P*)^ Q ^ 

31. An isolated or recombinaat^nucleic acidencoding a polypeptide of Claim 
1, which exhibits 100% identity t ^^natural^ cDN j^fKfoding said segimerrt^ 

32. A vector whVclTenc^ 1 and comprises: 

a) at least 35 contiguous nucleotides of the coding portion of SEQ ID NO: 1; 

b) transcriptional regulatory^ sequences operably linked to said 499E9 coding 

sequence; or |J — ** 

c) an origin of replication. 

33. The vector of Claim 32, comprising at least 41 contiguous nucleotides 
from the coding portion of SEQ ID NO; 1- p^^^ 
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34. An isolated or recombinant nucleic acid encoding a polypeptide or fusion 
protein of Claim 1, wherein said nucleic acid: , , 

a) is from a natural source; 

b) comprises a detectable label; 

c) comprises synthetic nucleotide sequence; or 

d) comprises natural full length coding sequence . 

35. An isolated or recombinant nucleic encoding a polypeptide of Claim 1, 
which is a hybridization probe for a gene encoding a tumor necrosis factor ligand 
family protein. ^ U 

36. A cell comprising said nucleic acid of Claim 29. J Qg/p CT^> ^ I ■ 

37. A cell comprising said nucleic acid of Claim 31. Dt- §V^ m< ^ A t n # 

38. A cell comprising said nucleic acid of Claim 32-0 

39. A cell comprising said nucleic acid of Claim 34. Q^— 

40. A. kit comprising a compartment comprising a nucleic acid of Claim 34 and 
instructions for use or disposal of reagents in said kit- 

41. A kit comprising a compartment comprising said nucleic acid of Claim 35 
and instructions for use or disposal of reagents in said kit.^^ 

42. A method of making a protein, comprising culturing a cell of Claim 12 in 
an environment resulting in expressing said protein. Oo^cf r^Cc^j^Ti^^ "S^id fifVri&i^ 

43. A method of making a protein, comprising culturing a cell of Claim 29 in 

an environment resulting in expressing said protein. Ct^cl C^C^0^(Tin^ §£U<& ^^^V^ v 

44. A method of making a protein, comprising culturing a cell of Claim 32 in 

an environment resulting in expressing said protein. OU^A ^<^<^ff^t^<^ P^H^Y^ 

45. A method of making a duplex nucleic acid comprising contacting a nucleic 
acid of Claim 29 with a complementary nucleic acid under selective hybridization 
conditions of at least 45° C and less than 500 mM sa lt, thereby forming said duplex. 

4$. a method of making a polynucleotide of Claim 11* comprising amplifying 

said polypeptide using PCR amplification methods. 

REMARKS 



III. The Restriction Requirement 

Claims 7-10 and 18-20 are canceled pursuant to the finalized and reconsidered 
Restriction Requirement. Applicants preserve the right to pursue such subject matter 
in divisional applications without prejudice. 

IV. The Amendments 

Please cancel Claim 17 . 

Claim 1 is amended to incorporate a 100% identity measure and delete the 
"about". In addition, Applicants amend the language to "polypeptide* 1 and include 
"contiguous" to remove ambiguity. 

New Claim 21 selects one alternative embodiment out of the group in Claim 1. 

Claim 2 is amended to incorporate a length of 17 contiguous amino acids. New 
Claim 22 is directed to the 25 amino acid length from the original Claim 2. New 
Claim 23 adopts a 30 amino acid length, which finds support, e.g., from 14, line 9. 

Claim 3 is amended to delete many of the alternative embodiments. Applicants 
have inserted reference to SEQ ID NO: 1. The deleted embodiments are included in new 
Claims 24 (3/b/v) and 25 (3/b/x-xiii) . 

Claim 4 is amended to the single "sterile" alternative embodiment. New Claims 
26 and 27 are directed to other embodiments from Claim 4. 

Claim 5 is amended to incorporate reference to SEQ ID NO: 2 and to recite tumor 



DEC 16 '98 21:58 FR DNflX 415 496 1107 TO 917033057401 P. 05/07 




INFORMAL COMMUNICATION; fax to Ex. Mary Tung for OS/989, 362 page 5 of 7 

Claim 6 is amended to delete the alternative and simplify the language. 

Claim 11 is amended to delete many of the alternative embodiments. New Claim 
28 incorporates a specific length of nucleotide identity, which finds support, e.g., 
on page 29, line 9. New Cl aim 29 is derived from Claim 11 (b/i) , Likewise, new 
Claim 30 incorporates "a^specif ic length oT nucleotide identity, which finds support, 
e.g., on page 29, line 10. New Claims 31 and 32 are derived from Claim 11 {b/iii and 
b/iv), with Claim 32 incorporating a specific length of nucleotide identity, which 
finds support, e.g., on page 29, line 10. Support for the language of "operable 
linkage* is found, e*g*, on page 32, lines 1-18- New Claim 33 incorporates a longer 
length of identity, which also finds support, e.g., on page 29, line 11. New Claim 
34 is derived from Claim 11 (b/vi, b/vii, b/viii, and v/xi) . New Claim 35 is derived 
from Claim 11 (b/xii) . 

Claims 12 and 13 are unchanged, but new Claims 36-39 are derived from Claim 12, 
directed to nucleic acids split away from Claim 11. 

Claim 14 now is directed to a kit embodiment containing the remaining nucleic 
acid of Claim 11, New Claims 40-41 are directed to kits comprising the nucleic acid 
embodiments split out from Claim 11, e.g., of Claims 34 and 35. 

New Claims 42-46 are directed to methods of using or making a composition of 
seemingly allowable subject matter. This rejoinder of methods is directed to: making 
a protein by culturing cells of Claims 12. 29, or 32 in an environment resulting in 
expression of various nucleic acids; making a duplex nucleic acid by allowing 
hybridization to occur under selective conditions; or making a polynucleotide by PCR 
amplification methods. Support for expressing nucleic acids is found, e.g., in the 
section beginning on page 31. describing recombinant expression. Support for making 
duplex nucleic acids is found, e.g., in the section beginning on page 26, describing 
hybridization, and generally in the references listed on page 44. Support for PCR 
methods is found, e.g., on page 27, lines 1-13, or in references listed on page 44. 

The support for the amendments are described, and Applicants believe no new 
matter is introduced by the amendments. Applicants had paid claim fees for 3 
independent claims, and 20 total claims. The proposed claims number two independent 
claims and thirty-eight total claims. Applicants authorize charging the DNAX 
Research Institute Deposit Account 04-1239 for the additional claim fees, e.g., for 
the additional eighteen claims. 



I will call you when I get in on Thursday, probably about 12:30 P.M. your time, to 

further discuss any remaining issues. Should we be able to resolve issues, I will 

submit a formal response with these claims as quickly as possible on Thursday. Thank 
you very much. 



Very truly yours : 




following: draft claims 
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DRAFT CLAIMS FOR DISCUSSION PURPOSES ONLY 

1. A composition of matter selected from Che group consisting of: 

a) a substantially pure or recombinant 499E9 polypeptide exhibiting 100% 

sequence identity over a length of at least 12 contiguous amino acids to 
SEQ ID NO: 2; 

b) a natural sequence 499E9 of SEQ ID NO: 2; or 

c) a fusion protein comprising 499E9 sequence. 

2. The recombinant 499E9 polypeptide of Claim 1, wherein said sequence 
identity is over at least 17 contiguous amino acids. [OO^O 

3. The composition of matter of Claim 1, wherein said: 

a) 499E9 comprises a mature sequence of Table 1 (see SEQ ID NO: 1) ; or 

b) protein or peptide is from a mammal. 



4. A composition of matter of Claim 1 which is sterile* 

5. 



M^jjTO"-fusion protein of Claim 1, comprising: 

a) mature protein comprising sequence of Table 1 (see SEQ ID NO: 2); 

b) a detection or purification tag, including a FLAG, His6, or Ig sequence; or 

c) sequence of another tumor necrosis factor ligand protein - 

6. A kit comprising a compartment comprising said polypeptide of claim 1 and 

instructions for use or disposal of reagents in said kit . 

11. An isolated or recombinant nucleic acid encoding a polypeptide or fusion 

protein of Claim 1. wherein said 499E9 protein is from a mammal. 

14* A kit comprising a compartment comprising said nucleic acid of Claim 11 

and instructions for use or disposal of reagents in said kit. 

15. A nucleic acid which selectively hybridizes under wash conditions of at 
least 45° C and less than 500 mM salt to SEQ ID NO: 1, 

16. The nucleic acid of Claim 15, wherein: AJv$v 

a) said wash conditions are at le ast 55°_ C and less than 1 50 j rjl^aadt ; or / ^ +^ 

b) said nucleic acid comprises at ' least 30 contiguous nucleotides of the ( 

coding portion of SEQ ID NO; 1. 

21. The composition of matter of Claim 1, which comprises the natural 
sequence 499E9 of SEQ ID NO: 2. 

22. The recombinant 499E9 polypeptide of Claim 2, wherein said identity is 
over at least 25 contiguous amino acids. 

23. The substantially pure 499E9 polypeptide of Claim 2, wherein said 
identity is over at least 30 contiguous amino acids. 

24. The substantially pure 499E9 polypeptide of Claim 1, which has a length 
of at least 30 amino acids. 

25. The substantially pure or recombinant 499E9 polypeptide of Claim 1, which 
is : 

a) glycosylated; 

b) a synthetic polypeptide; 

c) attached to a solid substrate; or 

d) conjugated to another chemical entity. 

26. A composition comprising said 499E9 polypeptide of Claim 1 and an aqueous 
carrier . 

27. The composition of Claim 26. formulated for oral, rectal, nasal, topical, 
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28, The nucleic acid of Claim 11. which comprises at least 22 contiguous P^f* 
nucleotides of the coding portion of SEQ ID NO: 1. 

29. An isolated or recombinant nucleic acid which encodes a polypeptide or 
fusion protein of Claim 1, wherein ©aid polypeptide is an antigenic peptide of Table 
1 (see SEQ ID NO: 2) . 

30* The nucleic acid of Claim 29, which comprises at least 29 contiguous 

nucleotides of the coding portion of SEQ ID NO: 1- ^ qjPj 

31. An isolated or recombinant nucleic acid encoding a polypeptide of Claim 
1, which exhibits 100% identity to a natural cDNA encoding said segment . 

32. A vector which encodes a 499E9 polypeptide of Claim 1 and comprises: - 

a) at least 35 contiguous nucleotides of the coding portion of SEQ ID NO: 

b) transcriptional regulatory sequences operably linked to said 499E9 coding 

sequence ; or 

c) an origin of replication. 

33. The vector of Claim 32, comprising at least 41 contiguous nucleotides f3$ 
from the coding portion of SEQ ID NO; 1. 

34. An isolated or recombinant nucleic acid encoding a polypeptide or fusion 
protein of Claim 1, wherein said nucleic acid: 

a) is from a natural source; 

b) comprises a detectable label; 

c) comprises synthetic nucleotide sequence; or 

d) comprises natural full length coding sequence. 

35. An isolated or recombinant nucleic encoding a polypeptide of Claim 1, 
which is a hybridization probe for a gene encoding a tumor necrosis factor ligand 
family protein. 

36. A cell comprising said nucleic acid of Claim 29. 

37. A cell comprising said nucleic acid of Claim 31. 

38. A cell comprising said nucleic acid of Claim 32. 

39. A cell comprising said nucleic acid of Claim 34- 

40. A kit comprising a compartment comprising a nucleic acid of Claim 34 and 
instructions for use or disposal of reagents in said kit. 

41. A kit comprising a compartment comprising said nucleic acid of Claim 35 
and instructions for use or disposal of reagents in said kit. 

42. A method of making a protein, comprising culturing a cell of Claim 12 in 
an environment resulting in expressing said protein ♦ 

43. A method of making a protein, comprising culturing a cell of Claim 29 in 
an environment resulting in expressing said protein. 

44. A method of making a protein, comprising culturing a cell of Claim 32 in 
an environment resulting in expressing said protein - 

45. A method of making a duplex nucleic acid comprising contacting a nucleic 
acid of Claim 29 with a complementary nucleic acid under selective hybridization 
conditions of at least 45° C and less than 500 mM salt, thereby forming said duplex. 



46. A method of making a polynucleotide of Claim 11, comprising amplifying 

said polypeptide using PCR amplification methods. 
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